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CInims 1-179 ( canceled) 



Claij n 180 (currently amemled'): 

A jiiclhod of identifying crystalline salts of asmall molecule phfumaceutical using a systcnt 
compvisiiig a scries of integrated modules, or workstations, comprising: 

(a) preparing and identifying an array of at least 96 samples in tubes and supportplatcs or 
in saniiple well plates using an automated dispensing apparatus direct ed by a work list 
ge n era ted by fonn ul ation softwa re, said„^ lis t allowing n file to be used as a process 
coinmatid rath^^^^ propanimcd steps, and dispensing components into sample 
tubes or sample wells with a sample generation module, wherein each sample contains less 
than about 100 milli^ anis of said small molecule pharmaceutical, ajid each sample differs 
with respect to at lea^st one of: 

(i) the amount or concemration of the small molecule pharmaceutical; 

(ii) an identity of one or more of a solvent, acid or base; or 

(iii) an amount or concentration of one or more of a solvent, acid or base; 

(b) scaling said samples; 

(c) processing said samples comprising heating said samples in a sample incubalioa 
module to a temperature (Tl), analyzing said samples for the presence of undissolved solids 
using visual analysis, cooling said sajnples to a fmal temperature (T2), wherein at least one of 
the processed samples comprises a crystalline salt form of tlie small molecule 
pharmaceutical; 

(d) analyzing the processed array of samples comprising detecting crystalline solid 
fonnation in said samples using visual analysis, measuring a property for each crystalline 
solid and using the results of said measuring to group simitar ciystallinc salt polymorphs, 
hydrates and solvates that belong to the same crystal family using informatics. 
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C ! a i m . 18 1 fprevioiisly presented) : 

The method of claim 180, comprising the further analysis of at least one representative of 
each crystal family and any orphan crystals. 

CUiim 182 (prcvionsly pre s ente d): 

Thi! nicthod of claim 1 80, comprising the addition ofsaid samples to tubes in a support plate. 

Ch)im IS.^ (previously presented) : 

The method of claim 182, wherein said lubes are glass lubes and said supt>ort plate is a metal 
support plate. 

C laim 184 (previou5;ly presented) : 

^rhc method of claim 182, comprising sealing said tubes with a cap. 

Claim 185 f pre vioiialy presente d): 

The method of claim 180, wherein said array comprises at least 1000 samples. 

("laiin 1 86 fpfeviouslv p resented): 

The method of claim 1 80, further comprising the generation of a work list for ijistnicting an 
aulomnled dish'ibution mechanism to prepare said airay of samples. 

Claim 1S7 (previous ly presented): 

The method of claim 180, comprising the dispensing of components by a liquid handling 
system with pipette tips having septum-piercing capability* 

C laim 188 (previously p resente d): 

The method of claim ISO, wherein said sample contains less than 1 milligram ofsaid small 
molecule phaimaccutical. 

JAll»lV1100XClM^TO\Pit;-Aiiiil-sii!V.doc-/DNlVsI 
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Claim 1 89 rpreviouslvprcsemed) : 

The tncthod of claim 1 80, wherein said samples are groupeil using Raman spectroscopy, 

Claim 190 (previously presented): 

The mclhod of claim 1 80, wherein said processing further comprises the quenching of the 
crystallizalioii process by removing solvent from the samples, 

C\s\ m 191 (p reviously present edV , 

The mclhod of claim 1 80, wherein said processing further comprises adding a non-solvent to 
said samples. 

Claim 1 92 (previously prei:;ented) : 

The method of claim 180, wherein said processing further comprises evaporating solvent 
from said samples. 

Claim 193 (oreviously nrcsentcdV 

The method ofclaini 184, comprising the piercing of said cap and aspiration of fluid from 
snid samples. 

C! a i m„l 94 (previously p resented) : 

The mclhod ordaim 180, comprising analyzing said array of samples with a polarized light 
filler apparatus. 

Clai m 195 (pieviously presen ted): 

The method of claim 1 80, wherein tlic small molecule phamiaceutical has previously evaded 
ciystallization. 
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Claiiii 1 9 6 (pr eviously prcacnicd) : 

The incthod of claim 1 80, wherein the crystalline salt identified in said processed samples is 
an actditioiial polymoiph of small molecule pharmaceutical previously known as a monoraorphic 
compound, 

C lai m 1 97 (previously presented): 

I1ic method of claim 1 SO, wherein said visual analysis is used a.*> a filtering nicans to reduce 
ihc numbers oFsamples that will ultimately undergo in-depth analysis. 

Clai ai 1 98 ( previou?ilv presente d): 

The method of claim 1 80, wlierein said grouped samples comprise a category selected from 
the group consisting of: a) samples containing no precipitate; b) samples with a single polymoiph; c) 
samples with a polymorph mixture; d) samples with amorphous fonns of said small molecule 
phamiaccutical; and e) samples with mixtures of categories b-d. 

Claim 199 (currently am ended): 

The method of claim 180, further cojnprising analyzing sai(t samples for at l east one 
additional p roperty, wherein said property is a chemical, structural or physical property. 

Claim 200 (prevjQU5tlv prese nted) : 

The metliod of claim ISO, wherein said small molecule pharmaceutical is a kjio\vn 
compound. 

Clai m 201 (previously presented): 

The method of claim 180, wherein said small molecule pharoiaccutical is an unknown 
compound, 

J.V(Vi\T200XClVI*rO\l'rc-Aiii(l-supi).iloc/DNB/sl 
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Claim 2Q2 (prcviousl vpre^^ented't ; 

The method of claim 1 SO, whcrem said array comprises at least 1 sub-array. 

Claim 203 fprcvioosl vpre^ientcd) : 

The inclhod of claim 1 80, wherein said array comprises at least 1 sub-an ay with at least 24 

Cl aim 204 fprcviously p resented): 

Tlic method of claim 180, wherein an individual sample witlim said anay is subjectCil to 
processing methods that are different from the processing methods to which another sample is 
subjccLcd. 

Clai m 205 fprevionsly presented) : 

The method of claim 204, wherein said individual sample is subjected to processing methods 
comprising adjusting the solvent removal rate. 

Claim 2 06 fpreviousW presented) : 

The method of claim 204, wherein said individual sample is subjected to processing methods 
comprising introducing a nuclcation event. 

Claim 20 7 fprcvioufilv presented) : 

The method of claim 204. wherein said individual sample is subjected to proccSsSing methods 
comprising adding one or more additional components. 

Claim 208 fprcviously pre sented) : 

The method of claim 204^ wherein said individual satnplc is subjected to processing methods 
conjprising introducing a precipitation event. 
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naitn^209 (pr eviou 

The method of claim 204, wherein said individual sample is subjected to processing methods 
comprising adjusting the solvent composition, 

Clai m 210 (previous ly n resontod) : 

The method of claimi 204, wherein said individual sample is subjected to processing methods 
comprising adjusting or controlling evaporation of the solvent. 

Claim 21 1 (pre viously presented) : 

The method of claim 204, wherein said individual sample is subjected to processing methods 
comprising adding a non-sol vent, 

Claim 2 12 f previ ously presented) : 

ThQ method of claim 180, wherein said array comprises sub-aiTHy$, and wherein an individual 
sample witliin a sub-array is subjected to processing methods that ate different from the processing 
mclhods to which another sample within the sub-array is subjected. 

Clai m 213 (previ ously p resented) : 

The method of claim 212, wherein said individual sample is subjectesdto processing methods 
comprisiug adjusting the solvent removal rate. 

Cla im 21 4 (previou sly p resented) : 

The method of claim 212, wherein said individual sample is subjected to processing methods 
comprising iiitroducing a nticleation event. 

Cla im 215 (previously m 'c_sented): 

The method of claim 212, wherein said individual sample is subjected to processing methods 
comprisiuij adding one or more additional components. 
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Claim 216 f previously p rcsentccD: 

The nielhod of claim 212, wherein said individual sample is subjected to processing methods 
comprising introducing a precipitation event. 

Claim 2 17 (pre viou sly prcaentcd) : 

The method of claim 2 1 2, wherein said individual sample is subjected to processing methods 
comprising adjusting the solvent composition. 

Cl aim 218 (pr eviousl y mcsented) : 

The method of claim 212, wherein said individual sample is subjected to processing methods 
comprising adj uftting or controlling evajjoration o P the solvent. 

Citxi m 219 (previo usl y prCs'^en^ed) ; 

The method of claim 212, wherein said individual sample is subjected to processing mcUiods 
compiising adding a non-solvent. 

Clai m 220 (previous ly presented') : 

The method of claim 1 80, wherein said array comprises sub-arrayi;, and wherein an individual 
sub-anay is subjected to processing methods that are di fferent from the processing methods to which 
another sub-arruy is vSubjccted, 

Claim 221 (previou sly prc^entedV . 

Tlic method of claim 220, wherein said individual sub-array is subjected lo processing 
methods comprising adjusting the solvent removal rate. 

CJ ai m 222 (prev iou sly presented) : 

The mclhod of claim 220, wherein said individual sub-array is subjected to processing 
methods comprising introducing a nucleation event, 

J;Y»TlVr?,aOXC I V*''rO\rrc-Ani(1-supp.dix;/DNB/sl 
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CAiilm 223 (previo usly presented^ 

The metbod or claim 220, whorein said individual sub-array is subjected to processing 
methods comprising adding one or more additional components, 

(Maim 224 (nrcviously t>rcscntcd> : 

The mcLhod of claim 220^ wherein said individual sub-array is subjected to processing 
mctliods comprising introducing a precipitation event. 

Claim 2 25 (p re viously prese nted): 

The method of claim 220, wherein said individual sub-anay is subjected to processing 
methods comprising adjusting the solvent composition. 

Clai m 226 (previously proscntcd V 

The method of claim 220, wherein said individual sub-array is subjected to processing 
methods comprising adjusting or controlling evaporation of the solvent. 

Claini 227 ( previously presente d): 

The method of claim 220, wherein said individual sub-aiTay is subjected to processing 
methods comprising adding a non-solvent. 

O3 ini 22B_(previouslv presented): 

The method of claim 180, wherein said small molecule phannaceutical has a molecular 
weight less than about 1 000 g/moL 

C]mm 22 9 (p reyioiislY,presentcd): 

The rnclhod ofclaim ISO, wherein the amount ofsaid small molecule pharmaceutical in each 
sample is less tlian about 1 milligram. 
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Claim 230 0)revioui:;Ivpro$CTledl : 

The method of claim 1 80, wherein the amount of said small molecule phaiinaccutical ia each 
Kantplo is loss than about 1 00 Tnicrograms. 

Claim 231 fprcviously presented) : 

The method of claim 1 80, wherein the amount of said small molecule phannaccutical in cadi 
sample is less than about 100 nanograms, 

Claim 23 2 ( previ ously pr esented): 

The method of claim 1 80, wherein the total volume of each sample is between 100-250 pi. 

Chn'm 233 (pre vious ly pr esen ted): 

The method of clahn 1 84, wherein said cap canbc pierced with a standard syringe needle and 
fluid nspiraled through the syringe tip to remove solvent from the sample. 

Claim 234 ( previou sly presented): 

The method of claim 1 80, wherein one or more samples differ from one or more other 
samples with respect to the amount or concentration of the small molecule pharm^iccuticaL 

Cla j m 23J^(pxey ipji sly^i^^^^ 

The metliod of claim 180, wherein one or more samples differ from one or more other 
snmplcs with respect to the identity of one or more of a solvent. 

Claim 23 6 (pieviouslv presented) : 

llic method of clnini 1 80, wherein said small molecule phaimaceutical is added to a scries of 
different solvents ranging in polarity from extremely polar to non-polar. 
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Clai m 237 (previously presented): 

'\ ho inelliod of claim 180, wherein mixed solvents are used to change the thermodynamic 
activity of one of the solvents independent of temperature. 

CUiini 238 (previousl y presented) : 

The method of claim 180, wherein one or more samples differ from one or more otlicr 
samples wilh respect to the amount or concentration of one or more of an acid. 

Cktim 239 (pr eviously prcflentedV 

The method of claim 238, wherein said one or more of an acid are those thut form succinaLCj 
chloride, mulate, or stcarate sails with a basic compound. 

Claim 240 (previousl y presented") : 

The method of claim 238, wherein said acid are those that form nialcate, citrate, tartrate, or 
mesylate salts with a basic compound. 

Claim 24] fpreviouslv presen ted): 

nic method of claim 23 S, wherein said acid are tliose that form succinate^ acetate, chloride or 
mcsybte salts with a basic compound. 

Cl aim 24 2 (ptcviouslv presented): 

The method of claim 238, whcrcui said acid arc those that form chloride, malate, malealCj or 
nicsylatc salts with a basic compound. 

Claim 243 (pr cviou.Hly presented) : 

The method of claim 238, wherein said acid arc those that form succinatCj stearatc, citrate or 
tartrate salts with a basic compound 

J;\H^I\T2C0XCl\PTO\l^X-AnKi-Mipp.tJoc/DNU;:;I 
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(^laim 24 4 (prcyiQiislv prescixted): 

The inelhod of claim 238, wherein said acid arc those that fonu acetate, succinatCj mesylate 
Of slcaratc sails with a basic coinpouiid. 

Clai m 245 (iucvIollsIv presented) : 

The method of cl^^ini 238, wherein said acid arc those that form bcnzcncsnlibnatc, malatc, 
nicsylalc or succinate salts with a basic compound. 

Claiiiy 246 f previously presented): 

Tlie method of claim 180, wherein one or more samples differ from one or more other 
samples wilh respect to the identity of one or more of a base. 

Claim 247^ (prcvifHisly^I>rcs^^^ 

The nicthod of claim 1 80, wherein said components comprise an additive that affects particle 
or cTys(nI size. 

Clai m 24S ( p reviously presented) : 

The method of claim 180, wherein said components comprise an additive that affects crystal 

habit. 

CInim 24 9 (previously presented) : 

The method of claim 180, wherein said components comprise an additive tliat afjccts 
polymorphic form. 

Claim 2S0 fpreviouslv p resented): 

The method of claim ISO, wlicrcin said components comprise an additive tliat promotes or 
controls nuclcation* 



j:Vl?lVl-2nOXC'|\J>TO\rre-Ain(!-siipp.t!oc/DNn/ifl 



PAGE 13/23 * RCVD AT 7/912004 10:36:28 AM [Eastern Daylight Tirnel * Sffi 



.JUL-09-04 FRI 10:47 AM SALIWANCHIK 



FAX NO. 3523725800 



P. 



13 Docket No. TPI-T200XC1 

Serial No. 09/756,092 

Claim 251 (prcviQiisl vprcsciit cclV, 

The method of claim 1 80, wherein said components comprise an additive that affects grov/lh 
rale of a specific crystal. 

Cla im 252 (p rGvi ously nrcsc ntcclj: 

The method of claim 180, wherein said components comprise an additive that dissolves solid- 
forms. 

Clai m 253 fnrevio uslvpresen tcdl: 

The method of claim 180, wherein said components comprise an additive that inhibits 
crystallization or precipitation. 

Claiin 254 fptevionsly n rcscnted): 

The method of claim 180, wherein said components comprise an additive that is arejiction hy 
product. 

Claim 255 (previously prcs_eriled); 

The method of claim 1 80, wherein said processed samples comprise two or more different 
polymoiphs of the small molecule pharmaceutical. 

C! a i m 2 5(i rprev iousl v presented) ; 

The method of claim 180, wherein said processed samples comprise two or more crystalline 
forms of the small molecule pharmaceutical, and wherein said crystalline forms have a difrcrcnt 
crystal habit. 

Chum 257 (currently amended): 

The method of d aim 200 clai nv. l99. wherein the physical property screened is physical 
stability- 
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Clnim 258 (cvirrent ly am en ded) : 

The method of e1aHH-2Q0claim 199, wherein the physical property screened is solubility. 

Cl aim 259 fcinrently amended) : 

Tlic method of etWH-gO Qelaim 199 . whereui the physical property screened is dis*5olution. 

Clai m 260 (currenny amend ed): 

The method of el aim 200 cIaiTn 199 , wherein the physical property screened is 
compreJisibiHty. 

Claim 261 fcii rrcntlv amended) : 

The method ofetakH^SOelahii 199, wherein the physical property screened is compaclibility. 

Claim 262 (cnrrctit l y amend ed): 

TJic method of clflim 200 claim 199> wherein the physical property screened is melting point. 

Claim 263 (currciUly amended): 

The method of olaim-2^0claunj99, wherein the physical properly screened is resistance to 
ahsor[>tion of ambient moisture. 

Cini m 264 fcun entlv amended) : 

llic mctliod of claim 200 olaim 199. wherein the physical property screened is bioavailability. 

Claim 265 f currently amended) : 

The method of &hHffl-206 claim 199, wherein the structural property screened is surface to 
volume ratio. 
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Claim 266 (currca tlv amended): 

Tlio method or€^aifn-200claim 199. wherein the structural property screened is degree of 
agglomeration. 

Claim 267 fcurtetitlv amcndcdV 

The method of ^ini 2 0fl c1aim 199 > wlicrcin the structural propeily screened is porosity, 

^/i^\U1^, 268 fcii nenllvaiTiended) : 

The method ofekiiffl-a^ Oclaim 199, wherein the stnictural properly screened is particle si/e. 

Claim 269 (currently ame nded): 

The method orG^taini2d0clairrn9^^ wherein the structural property screened is particle siv^e 
distribu(ion. ^ 

Clai m 270 (currently amcndcdl : 

Tlie method of d^ffl-SOO daim 199 , wherein the chemical propcHy screened is chemical 
slability. 

Claim 271 fcu iTently amended) : 

The method of Glakti-200claim_199, wherein the structural property screened is resistance to 
chemical reactions induced by heat. 

Claim 27 2 (cuiTently amended) ; 

1 lie method of &lamT-300claim 199, wherein the structural property scrcene<l is resistance to 
chcmicnl reactions induced by ultraviolet light 

Chiim 273 (ciuTcn tly amended) : 

llic method ofdami-^QO claim 199 . wherein the structural property screened is resistance to 
chemical reactions indaccd by moisture. 

J:nTlV1700,Xrt\KfO\rrfc-Amd-snpj>.tJocA.^NlW5l 
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Claim 274 (cu ncnt ly amended) : 

llio method ofclftim^OO claim 199 > wherein the structural property screened is resistance in 
chemical reactions betwe(:m components. 

Cl aim 275 (c urrentl y amendedV > 

'1 he rnclhod of ckitiv-SO Oolaim 199 , wherein, the structural properly screened is resistance to 
chemical reactions induced by oxygen. 

Claim 276 (previ ously pr esented) : 

The method of claim 180, whereiti the processed samples are analyzed hy machine vision 
technology. 

Claim 2 77 (previously p resented): 

The jnethod of claim 180> wherein the processed samples are analyzed by video-optical 
microscopy. 

Claim 278 fprcvion sly presented): 

The method of claim 180, wherein the processed samples are analyzed by imafic analysis. 

Cla im 279 (prev iously presented) : 

The method of claim 189, wherein the processed samples are analyzed by polaiizcd light 
annlyisis- 

Clai m 280 fprcvious ly p resented) : 

The melhod ofclai m 1 80, wherein the processed samples are analyzed by near field scanning 
oplical microscopy. 
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Claim 281 fproviou sl v prcsenletP : 

The melhod of claim 1 80, wherein the processed samples ai-c analyzed by far field scanning 
optical mici"oscopy. 

Clain^ 282 (previously p resented): 

The method of claim ISO, whcrem the processed samples arc analyzed by atomic-force 
microscopy. 

Claim 2S3 (prcvion sly M?sented}: 

Tlic method of claim ISO, wherein Ihc processed samples are aiialy/.ed by micro-thermal 
analysis. 

Claim 284 f prcvioiifily presented') : 

The method of claim 180, comprising analyzing the crystalline salt form by infrared 
spectroscopy* 

Clahi)^ 285 (previousl y presented^ : 

The method of claim 180, comprising analyzing the ciyalallinc salt fonn by near mfrarcd 
spectroscopy. 

C^Iaim 286 (prcvions lv presented) : 

The mctliod of claim ISO, comprising analyzing the crystalline salt form by Raman 
spectroscopy 4 

C 1 ajm 287 f previouslv presented) : 

The mctliod of claim 180> comprising analyzing the crystalline salt fonn by "NMR. 

C^lai m 288 (p reviously pr e sented) : 

The method of claim 1 80, comprising analyzing tlie crystalline salt form by x-ray diffraction. 

,lMiM\T200XCI\rTO\Prc-Amd^supp.{l»t:/nN13/iil 
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Claim 289 (pr eviously pra^enled^ ; 

The iTielTiod of claim 180, comprising analyzing the cryslallinc salt form by nculron 
diffniclion. 

CJfiiin 290 fp rcviousl v prcsentQii) : 

The method of claim 180, comprising analyzing the crystalline s^ilt form by powder x-ray 
diffraction. 

C:lajm 291 (pr eviously presen ted^ 

The method of claim ISO, comprising analyzmgtliecryslillHncsaUfonTi by light microscopy. 

Claim 292 fpf cvlouslv presented): 

Tlic method o fclaim 1 80, comprising aaialyzing Ihc crystalline salt fonn by second hamonic 
gcnenUion. 

Cl aim 2 93 fprevions ly presented): 

The method of claim 180, comprising analyzing the ciystalline salt form by elccLron 
microscopy. 

GJ 51,11 P ^94 fprcvionsly pr esented): 

Tlic method of claim 180, wherein the processed samples arc analyzed by aii in vitro assay. 

Clai m 295 f previous ly prcscT ^ted) : 

The method of claim 180, wherein said crystalline salt form is a solvate. 

Cl aim 296 (p reviously presented) ; 

The method of claim 180, wherein said crystalline salt fonn is a dcsolvaLcd solvate. 
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Cla im 297 fpreviQusly p resented): 

The melliod of claim I SO, wherein said crystalline salt fomi is, a clathratc, 

Cl^^im 29S ( previously pre scnled) : 

The method of claim 180, wherein said crystalline salt fomi is an inclusion. 

Cla im 299 fprevious ly presented): 

The method of claim 180, wherein said system comprises a sample incubation and sample 
detection module. 

Claim 3Q0 fprcy io u sly„ p resented) : 

The method of claim 1 80, wherein data collected is used to identify occurrence of conditions 
that define occurrence domains that will give rise to a specific crystal fonn, 

Clai m 301 fpicviously presented): 

The method o Fclaim 1 S9> wherein said visual analysis comprises machine vision technology. 

Claim 30 2 (cunrentlv amende d): 

A method of identifying crystalline salts of a small molecule phannaccutical using a system 

comprising a scries of integrated modules, or workstations, comprising; 

(a) preparing and identifying an aixay of at least 96 samples in tubes and support plates or 
in fiamplc well plates using an automated disp ensing a pparatus directed b y a work list 
genera ted bv formulalion s oftw are, said work list allowing a file to be used a$ a nroccss 
comm and rath er than discrete p^Q^ral n med stens, and dispensing components into sample 
tubes or sample wells with a sample generation module, wherein each sample contains less 
than about 100 milligrams of said small molecule phar»naceutical, one or more of a solvent, 
and each sample differs with respect to at least one of: 

(i) the amount or concentration of the small molecule pharmaceutical; 

(ii) an amount, concentration or identity of said one or more of a solvent; or 

J:\TPr\T300Xf;nprO\l*re-Anid-5H|>ii.doc/l>NlVsl 



PAGE 20/23 * RCVD AT 7/912004 10:36:28 AM [Eastern Daylight Time] ' SVR:USPT0-EFXRF-111 ' DNIS:B729306 * CS1D;3523725800 ' DURATION (fnm-ss):05-58 



JUL-09-04 FRI 10:49 AM SALIHANCHIK 



FAX NO. 3523725800 



P. 



20 Docket No. TPH200XC 1 

Serial No. 09/756,092 

(iii) an amount, concentration or identity of one or more of an acid or base; 

(b) scaling said samples; 

(c) processing said s^amples comprising evaporating solvent from said samples wherein at 
lenst one of the processed samples comprises a crystalline salt form of the small molecule 
pharmaceutical; 

(d) analyzing the processed array of samples comprising detecting crystalline solid 
foitnation in said samples using visual analysis, measuring a properly for each crystalline 
solid and using the results of said measuring to group similar crystalline salt polymorplis, 
hydrates and solvates that belong to the same crystal family using iitfoa^iatics. 

Claim 303 (cunentlv amended ) : 

A method of identifying ci7stallinc salts of a small molecule pliarmaccutical u$ing a systotn 
comprising a scries of integrated modules, or workstations, comprising: 

(a) preparing and identifying an array of at least 96 samples in tubes and support plates or 
in sample vt^cll plates using an automated dispensiTig apparatus <hrected bv a work list 
gcneratc<l by fonnolation software, s aid work list allowing a file to bo used as a process 
com m and rather tlian discrote programmed steps, and dispensing components into sample 
tubes or sample wells with a sample generation module, wherein each sample contains less 
than about 100 milligrams of said small molecule pharmaccuticalj and each sample differs 
with respect to at least one of: 

(i) the amount or concentration of the small molecule pharmaceutical; 

(ii) an identity of one or more of a solvent, acid or base; or 

(iii) an amount or concentration of one or more of a solvent, acid or base; 

(b) scaling said samples; 

(c) processing said siuiiples comprising adding an antisolvent to said samples wherein at 
least one of the processed samples comprises a crystalline salt form of the vsmall molecule 
pharmaceutical; 

(d) analyzing the processed array of samples comprising detecting crystalline solid 
formation in said samples using visual analysis, measuring a properly for each ciystalline 
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solid iind using the results of said measuring to group similar crystalline salt polymorphs, 
hydrates and solvates that belong to the same crystal family using infonnatics. 

Claim 304 fcuncntiv amended") : 

A method of identifying ciystallinc salts of a sinall moleculo pharmaceulical comprising: 

(a) preparing and identifying a^i ;5rray of at least 96 samples in tubes and support plates or 
in sample well plates usin g an automated dispensing apparatus directed by a work list 
ftcncr atcd by formulation software, s aid work list allowing a file to be used as a process 
command rat her than discrete prog rammed steps, and dispensing; i) said small molecule 
pharmaceutical; a salt forming component; and additional components into sample tubes or 
sample wells with a sample generation module, wherein said array comprises at least 1 group 
of at least 24 samples, each sample contains less than about 100 milligrams of said small 
molecule iihannaceutical, and each sample differs with respect to at least one of: 

(i) the amount or concentration of the small molecule phaimaccutical; 

(ii) an identity of one or more of a solvent, aeid or base; or 

(lii) an amount or concenti ation of one or more of a solvent, acid or buse; 

(b) sealing said samples; 

(c) processing said vsamples comprising heating said samples in a sample incubation 
module to a temperature (Tl), analyzing said samples for the presence of undissolved solids 
usiu^ visual analysis, cooling said samples to a final temperature (T2), wherein at least one of 
the processed samples comprises a crystalline salt fonn of the small molecule 
pharmaceutical; and 

(d) analyzing the processed array of samples comprising detecting ciystallinc solid 
formation in said samples using visual analysis, measuring a property for each crystalline 
solid and using the results of said mcasiuring to group similar crystalline salt polymorphs, 
hydrates and solvates that belong to the same crystal family using informatics. 
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